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DETAILED ACTION 

This Non-Final Office Action is a response to the Paper filed 7 February 2005 in reply to 
the Final Office Action mailed 28 December 2004. Finality of the previous Office Action is 
hereby withdrawn in view of the new grounds for rejection set forth herein below. Claims 1-14 
were previously considered. Claims 1-14 are presently pending and under consideration. 

Response to Amendment 

Claim Rejections - 35 USC S 102 

Rejection of claims 1-6 under stand rejected 35 U.S.C. 102(a) as being anticipated by 
Hosoya et al. 5 claims 7-10 under 35 U.S.C. 102(a) as being anticipated by Kitazawa et al and 
claims 11-14 under 102(a) as being anticipated by Hosoya et al. is withdrawn in view of the 
filing of the required priority documents. 

New Grounds 

Claim Rejections - 35 USC $ 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 

Claims 1-4, 6, 1 1 5 12 and 14 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Jat et al. (1997) US Patent No. 5,688,692 as evidenced by Greenwood et al (1996) J. 
Neuroimmunol. 71:51-63. 
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Claims 1-4, 6, 11, 12 and 14 are directed to a conditionally immortalized cell established 
from a transgenic animal into which a large T-antigen gene of SV40 temperature sensitive 
mutant tsA85 has been introduced, wherein the cells express various phenotypic characteristics 
which are disclosed as inherent to capillary endothelial cells established from brain or choroid 
plexus (see especially the discussion bridging pages 44-45 of the specification). The claims also 
require that the cells do not contain a heterologous antibiotic resistance gene. Please note that, 
although the claims recite process steps, a product-by-process claim reads on the claimed cells 
made by any means. In re Thorpe, 111 F.2d 695, 698, 227 USPQ 964, 966 (Fed. Cir. 1985) 
states: "[E]ven though product-by-process claims are limited by and defined by the process, 
determination of patentability is based on the product itself. The patentability of a product does 
not depend on its method of production. If the product in the product-by-process claim is the 
same as or obvious from a product of the prior art, the claim is unpatentable even though the 
prior product was made by a different process." 

Jat et al teaches production of a transgenic mouse comprising a transgene comprising a 
tsA85 mutant of SV40 large T-antigen, wherein all vector sequences were removed from the 
transgene prior to introducing into fertilized mouse eggs such that the cells of the transgenic 
mouse do not comprise a heterologous antibiotic resistance gene (see especially the first full 
paragraph in column 16). Jat et al further teaches establishing a culture of brain capillary 
endothelial cells from the transgenic animal (see Example 6, beginning in column 26), which 
brain capillary endothelial cells are the same as the cells of claim 1 and brain capillary 
endothelial cells of the instant claims 11,12 and 14. Furthermore, as Greenwood et al teaches 
that retinal and brain vascular endothelial cells are believed to be identical, the brain vascular 
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endothelial cells of Jat et ah also anticipate the retinal capillary endothelial cells of claims 2, 3, 4 
and 6. 

, The conditionally immortalized cell of Jat et ah is the same as the cell of the instant 
claims; therefore, the claims are anticipated by Jat et ah 

Claim Rejections - 35 USC §103 
The following is a quotation of 35 U.S. C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1, 148 USPQ 459 
(1966), that are applied for establishing a background for determining obviousness under 35 
U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating obviousness 
or nonobviousness. 

This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1 .56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
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invention was made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) 
and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 

Claim 13 is rejected under 35 U.S.C. 103(a) as being unpatentable over Jat et al (supra). 

The claim is directed to a method for establishing a conditionally immortalized cell 
comprising treating brain capillary vessels of a transgenic animal into which a large T-antigen of 
SV40 mutant tsA58 has been introduced with protease, subculturing the resulting cells at 33 °C, 
and identifying said conditionally immortalized cell. 

Jat et al teaches a method for establishing a conditionally immortalized cell comprising 
treating brain capillary vessels of a transgenic animal into which a large T-antigen of SV40 
mutant tsA58 has been introduced with colagenase:dispase and subculturing the resulting cells 
(see Example 6, beginning in column 26). Although Jat et al does not explicitly teach that the 
capillary endothelial cells were subcultured at 33 °C, this limitation would be obvious to one of 
ordinary skill in the art at the time of filing because Jat et al identifies 33 °C as the permissive 
temperature for expression of the tsA58 transformed phenotype (see, e.g., column 14, lines 21 
and 35; column 18, lines 14, 27, 35 and 44; column 19, line 14; column 22, line 20; column 23, 
line 64; column 5, line 57; and column 29, line 9). These teachings provide direction and 
reasonable expectation of success, and one would be motivated to grow the cultures at 33 °C in 
order to immortalize the cells, which is the nature of the problem solved in the method of Jat et 
al 

For these reasons, the method of claim 13, as a whole, would have been obvious to one of 
ordinary skill in the art at the time the invention was made. 
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Claims 1-12 and 14 are rejected under 35 U.S.C 103(a) as being unpatentable over 
Greenwood et al {supra) in view of Jat et al {supra). 

Again, the product claims 1-4, 6, 7, 8, 10-12 and 14 are product-by-process claims and, 
as such, read on the product made by any process. Thus, the claims are directed to cells having 
the features recited in the claims made by any means. 

Claim 5 is directed to a method for establishing a conditionally immortalized cell 
comprising treating retinal capillary vessels of a transgenic animal into which a large T-antigen 
of SV40 mutant tsA58 has been introduced with protease, subculturing the resulting cells at 33 
°C, and identifying said conditionally immortalized cell, and claim 9 is directed to a method for 
establishing a conditionally immortalized cell comprising treating choroidal epithelium of a 
transgenic animal into which a large T-antigen of SV40 mutant tsA58 has been introduced with 
protease, subculturing the resulting cells at 33 °C, and identifying said conditionally 
immortalized cell. 

Greenwood et al. teaches a method for establishing a conditionally immortalized retinal 
endothelial cell or retinal pigment epithelial cell comprising treating retinal capillaries or 
choroidal epithelial cells with protease and culturing the cells (see especially the second and third 
paragraphs on page 53). Greenwood et al further teaches transforming the cells by introducing 
an SV40 tsA58 gene. Greenwood et al does not teach establishing cells from a transgenic animal 
into which a large T-antigen gene of SV40 temperature sensitive mutant tsA58 has been 
introduced or growing the cells at 33 °C. 

As described above, Jat et al teaches production of a transgenic mouse comprising a 
transgene comprising a tsA85 mutant of SV40 large T-antigen, wherein all vector sequences 
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were removed from the transgene prior to introducing into fertilized mouse eggs such that the 
cells of the transgenic mouse do not comprise a heterologous antibiotic resistance gene. Jat et al 
further teaches establishing cultures of a wide variety of cell types from the transgenic animal 
(see Examples 1-9). 

It would have been obvious to one of ordinary skill in the art at the time the invention 
was made to modify the method of establishing the retinal endothelial or retinal pigment 
epithelial cell lines of Greenwood et al to include establishing the lines from the transgenic 
animal of Jat et al in accordance with the limitations of the instant method claims and to produce 
the cells of the instant product claims. Motivation to modify the teachings comes from Jat et al, 



who teaches in column 2: 



:: Vm 

retrovir al-mediated gene in sertion is the most commonly 
used strategy for introdudng 

ments. These strategies share a number of disadvantages. 
F^t tte^ 
ceHular popular 

insertion is low (of the carder of 

therefore requires fee use of large numbers of cells in order 

to establish cell line s with any regularity. Third, effective 

integratkm of ^ 

ceM division 

tissue cidture is re 

experimentation, and this growth usually involves a period 

of time in artificial 

selective pressure on cell populations. 

Itw^ 
allow ceU lines to be es^ 
types with an efficiency and r^ 
available with present technology. 



In view of this teaching^the skilled artisan would be motivated to use the transgenic 



animal disclosed therein to establish retinal endothelial and epithelial cell lines rather than the 
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transfection method of Greenwood et al in order to avoid the disadvantages described by Jat et 
al 

Finally, as discussed above, Jat et al identifies 33 °C as the permissive temperature for 
expression of the tsA58 transformed phenotype in the various cell lines established from the 
mouse disclosed therein (see, e.g., column 14, lines 21 and 35; column 18, lines 14, 27, 35 and 
44; column 19, line 14; column 22, line 20; column 23, line 64; column 5, line 57; and column 
29, line 9). These teachings provide direction and reasonable expectation of success, and one 
would be motivated to grow the cultures at 33 °C in order to immortalize the cells, which is the 
nature of the problem solved in the method of Jat et al 

Thus, the teachings of Greenwood et al in view of Jat et al provide both direction and 
motivation to establish cultures of conditionally immortalized retinal epithelial and endothelial 
cells according to the limitations of the instant claims 5 and 9, which cultures would have the 
properties of the retinal epithelial and endothelial cells of claims 1-4, 6, 7, 8, 10. Further, in view 
of the teaching from Greenwood et al that retinal and brain vascular endothelial cells are 
believed to be identical, the skilled artisan would understand that the retinal endothelial 
established by the method of Greenwood et al in view of Jat et al would be the same as the 
brain endothelial cells of the instant claims 11,12 and 14. 

For these reasons, the invention of claims 1-12 and 14, as a whole, would have been 
obvious to one of ordinary skill in the art at the time the invention was made. Therefore, the 
claims are properly rejected under 35 USC §103 as obvious over the art. 

Conclusion 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Daniel M Sullivan whose telephone number is 571-272-0779. 
The examiner can normally be reached on Monday through Thursday 6:30-5:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Remy Yucel, Ph.D. can be reached on 571-272-0781. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 
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